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Amendments 



In the Claims: 



KASTELIC et al. 
Appl. No. 09/869,159 



Claim 1 (Currently amended): A method of screening for th e identification of a 
compounds which affects mRNA stability, comprising the steps of : 

(a) providing oontaoting a toat oompound with a DNA expression system 
which, in the absence of the test compound, is capable of expressing a protein 
having a detectable signal, wherein mRNA which codes for the protein and 
which is transcribed from the expression system comprises at least one copy of 
a mRNA instability sequence; 

(b) contacting the DNA expression system with at least one test compound: 
£c) (e) measuring the detectable signal in the presence of the test compound; 
and 

£d} (e) comparing the measured detectable signal magnitudo of the -a ignal 
dotootod with a controls 

wherein when tho magnitudo of the a decrease in the measured detectable 
signal d e t e cted io d e croacod relativ e compared t o the control , oaid toot 
oompound d e otabiligoa mRNA. indicates a compound that decreases mRNA 
stability a nd an increase in the measured detectable signal compared to the 
control indicates a compound that increases mRNA stability. 



Claim 2 (Cancelled), 



Claim 3 (Currently amended): A method for comparing the extent of oompari fl on 
of oompounds whioh induoo mRNA degradation induced bv two or more compounds , 
comprising the steps of : 

( a ) Providing a DNA expr e ssion system, n e parfttolv onntnnHn fr *h» oompoundo 
with a DNA oxpreaoion system which in the absence of a test fe e compounds 
is capable of expressing a protein having a detectable signal, wherein mRNA 
which codes for the protein and which is transcribed from the expression 
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system^ comprises at least one copy of a mRNA instability sequence; 

(V) separately contacting the DNA expression system with two or more test 

compounds: 

£c) fb) measuring the detectable signal in the presence of each test compound; 
and 

(d) (e) comparing the measured detectable signals obtained - to 
determine th t nuRNA instability' promoting activity of th e compounds.; 
wherein the compound whose presence results in a lower measured detectable 
signal has induced a greater extent of mRNA degradation. 

Claim 4 (Currently amended); A reporter gene DNA expression system 
comprisin g: 1) q gon e coding for an expression cassette consisting of one or more genes 
encoding of a protein having a detectable signal, with associated whoroin tho gone 
compr i ses DNA coding for tho- amino aoid -se qu e noo of th e protein op e rably linked to 5' 
and 3' UTR sequences , wherein said 5' and 3' UTR aoquonooo oompii so comprising 
appropriate expression control elements! and 2 1DNA, whoroin tho PNA oodoo for to at 
least ono oopy of a mRNA an instability coquonoo. region consisting of the whole or a 
substanti al part of the 3 'UTR of a gene sequence which confers instability to a mRNA. 
wherein s aid instability region is inserted into the 3'UTR of said expression cassette. 

Claim 5 (Previously amended): A stably transfected cell line comprising the 
reporter gene DNA expression system of claim 4. 

Claim 6 (Currently amended): An assay system for screening for the identification 
ef compounds which destabilise mRNA comprising: 

(a) a.tbe reporter gene DNA expression syste m comprising a gene coding for 
expression of a prot ein having a detectable signal, wherein the gene comprises 
DNA coding, for the fiminp acid seq uence of said protein together with associated 
5' and 3' UTR sequences comprising appropriate expression control elements and 
DNA corresponding to at least one cony of a mRNA instability sequence: and 
(hi of oloim 4 , and a control DNA expression system comprising which 
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oompriooo a said gene coding for expression of fee a protein having the a 
detectable signal, but wherein said the gene ootnprioes DNA ooding for tho 
omino aoid ooquono e of tho prot e in operably linkod to 5' and 3' UTR 
coqueiiooo-eemp rising appropriat e oxpresoion oontrol elom e ntQ but lacks 
lacking any functional mRNA instability sequences. 



Claim 7 (Currently amended): The Aa assay system e omprioing a otably 
transfootod o e ll lin e according to claim 6$, and a otably tranofeotod ooll lino comprising -a 
oontrol DNA oxproasion oyot e m which oompriooo a g e ne ooding for oxproooion of tho 
protein having tho dotootoble signal, wherein said reporter gene expression system and 
said contr ol DNA expression system are provided in a stably transfected cell line .-fee 
gone oomprioes DNA ooding for tho amino aoid o e quonoo of tho protoin operably link ed-te 
■ 5* and 3' UTR ooqu e nooo oomprioing appropriat e oxpr e soion oontrol olomonts but laoldng 
any funotional mRNA instability ooquo tt oo. 



Claim 8 (Currently amended): A stably transfected cell line comprising: 

fa) a fee reporter gene DNA expression system of claim 4 -and comprising a 
gene coding for expression of a protein having a detectable signal, wherein 
the gene comprises DN A coding for the amino acid sequence of said 
protein together with associated 5' and 3' UTR sequences comprising 
appropriate expression control elements and DNA corresponding to at least 
one copy of a mRNA i nstability sequence: and 

fb) a control geae DNA expression system - , oaid - oontrol gonoDNA e xpression 
s ystem comprising a gene coding for expression of a second protein having 
a detectable signa l, wherein the gene which io different than tho proto in-ef 
th e roportor gono DNA oxproooion pyotom and whoroin oaid oontrol gone 
DNA oacpraooion gyotem comprises DNA coding for the amino acid 
sequence of the protein together with associated oporahlv linkod tn 5' and 
3' UTR sequences comprising appropriate expression control elements^ but 
lacking any functional mRNA instability sequences. 
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Claim 9 (Currently amended): An assay system for screening for compounds that 
destabiliz e mRNA comprising a the stably transfected cell line according to claim 8. 

Claim 10 (Previously amended): A compound which destabilises mRNA 
identified by a method according to any one of claims 1-3. 

Claim 1 1 (Previously amended): A method of treating or preventing a disease or 
medical condition in a subject, wherein the disease or medical condition is associated 
with inappropriate mRNA stabilisation and/or accumulation and undesirable protein 
expression, comprising administering to the subject the compound of claim 10. 

Claim 12 (Previously amended): A compound which destabilises mRNA 
identified by use of the DNA expression system of claim 4. 

Claim 13 (Previously amended): A compound which destabilises mRNA 
identified by the cell line of claim 5 or 8. 

Claim 14 (Previously amended): A compound which destabilises mRNA 
identified by the assay system of claim 6, 7 or 9. 

Claim IS (New); The method according to claim 1, wherein said compounds are 
being screened for inducing mRNA degradation, and wherein a decrease in the measured 
detectable signal compared to said control indicates a compound that induces mRNA 
degradation. 



Claim 16 (New): A reporter gene DNA expression system as in claim 4, wherein 
said instability region is derived from genes coding for cytokines, chemokines, nuclear 
transcription factors, protooncogenes, immediate early genes, cell cycle controlling genes, 
oxygenases, genes involved in and controlling of apoptosis. 
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Claim 17 (New): A reporter gene DNA expression system as in claim 4, wherein 
said instability region is derived from genes coding for GM-CSF, c-fos, c-myc, c-jun, 
krox-20, nur-ll, zi/16%, bcl-2, P-IFN, uPA, JL-\, IL-2, IL-3, IL-4, DL-5, IL-6, IL-7, IL-8, 
IL-9, IL-10, IL-1 1, IL-13, TNF-o, MCP-1, synl, P2-AR, E-selectin, VCAM-1, ICAM-1, 
Gro-a, Gro-p, MMP-1, MMP-2, collagenases, P-glycoproteins (MDR), MRPs, Pyhl (pf 
mdr), COXII, and MIP-2(x, 
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